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DEPAP'IMENI' CF HFAL'lH .AND flJMAN SFRVICES 
PUBLIC HEAVIli SERVICE 

NATICNM.. IN3TI'IUl'ES CF HEN.:m 

MINUrES CF ~ 

Septerri:ler 20, 1985 

'lhe SUb.«lrkiD3' Grcup on Rlrran Gene 'lherapy of the Recanbi.nant rNA Advi.s:>ry 
Ccmni.ttee was convenoo at 9:00 a.m. on Septeni::ler 20, 1995, at the National 
Institutes of Health, B..ri.ldin:J 3lC, Ccnference Rxm 9, 9000 Ibc:kvi.lle Pike, 
Bethesda, Maryland 20892. 'Ihe Jreeting was qx:m to the public. Dr. LeRoy 
Walters was the Chair. The fullcwirg pecple were II"esent fur all or part. of 
the neet.ing: 

SubNorking GraIp Members: 

W. French Anderson 
JudithAreen 
James Childress 
Susan Gottesman 
Fbhert Mitchell 

Fobert Murray 
Leiby Walters 
Arme Wi therby 
Willi am Gartlarrl, Jr. 

(Executi'lle Secretary) 

A workin::J groop roster is attachoo (Att.cchment I). 

other National Institutes of Health Staff: 

Elizabeth Milewski, NIAID 

l'n1e s~rki~ groop is advi90ry to the RAC, am its recanrrerrlatiom srould 
not be ccnsidered as final or accepted. 
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Dr. walters called the rreetin:r of a Sul:J,.,orking GraJP CX1 Hunan Gene 'Illerapy to 
order at 9:10 a.m. on Septanber 20, 1985. Dr. WUters said the s1.:lM:>r'k.irg 
grcup \oIOl.lld be dealing with three agenda items: (1) a review' of the caments 
received on the August 19, 1985, Federal Register version of the "Pol.nts to 
Chrlsider in the Desi91 am SU1:rnission of Humm SatB.tic-Cell Gene 'Iherapy 
(Attaclwnent II); II (2) a discussion of the cpt.irnal presentation of the llPol.nts 
to Consider" to the Recanbi.nant DN/\ Mvisory CClrrnittee (RAe) at the Septenher 
23, 1985, meetin;p arrl (3) a discussion of date(s) am l!qerrla(s) fur future 
meetings of the ltbrlting Groop en Hunan Gene ~erapy. 
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Dr. Walters called the attention of the 8~il13 grcup to a letter (Attachrrw:!nt 
III) fran Senator Albert Q:)re to the Secretary of Health am Hunan Services 
(HHS) Margaret Heckler. Senator Q:)re said he was "writirg to express his 
concern over the current effort of the Fcx:d and Dtug Administratl.on and the 
}:reposed Biotechn:>lcgy Science Boani to usurp the role of the National Institutes 
of Health Recanbinant DNA Mvi~ry Comtittee in overseeing human gene therapy 
experiments. II He wrote he was cp}:OsErl to this effurt am called up:m Secretary 
ffeclder to end it irrrnediately. Senator Gore wrote that the Recanbinant DNA 
Advia:>IY Camlittee (RAe) has crlequately addressed the scientific isslES to 
date, an::') it appears capable of oontinuing to do so fur the iImediate future. 

Review of Cclmtents on August 1985 Versicn of Points to Calsider 

IX. walters p:>inted art. to the stJb...orJtiD3' grrup the differences bety,een the 
August 19, 1985, version of the }:Oints to o:nsider d::>a.ment (Attachrrent II) 
and the Hay 3, 1985, version: (1) Iangua<}9 indicating the applicabill.ty 
of the p:>ints to consider has been a3ded to the document. (2) The first 
footnote has been anended to indicate the docunent refers to recanbJ.nant 
r.NA. an::1 INA. derived fran rea:rnbinant mAo (3) A paragraph was deleted fran 
the Introduction: that paragrar-h indicated the docunent is designed to cover 
the initial hum:m sara.tic cell gene therapy IX'otoools arrl that initial protocols 
are expecterl to invol ~ only one or a ffM patients at a ti.Jre. (4) A footnoce 
descrihiD3' the role of the Fcx:x:1 an:1 Dl:ug Mninistration (F'I:Y\.) \oB.S aided to the 
docunent. (5) In the tenth p;tragraph of the Introduction the w:lni "pcesible" 
h!d been substitutoo for the \Io'Oro up:in'lu:y·· in referrin;J to CQ'lSe::Juences of 
scrra.tic cell therapy. (6) A sentence indicating it is likely that pcssible 
mdesirable side effects can be lX'e1ente::i was deletErl fran the docunent. 
(7) A sentence requesting that the consent fonn rcutinely be incllXloo. as p:rrt 
of the subnission has been deletErl fran this version of the p:>ints to corsider 
doclm!nt at the request of the Natiooa.l Institutes of Health (NIH) legal counsel 
since NIH does not roJtine1y r9:luest c:x:xlSent ronne. A sentence irrlicatl.Il3 the 
w:>r1d.rg groop may request sutmission of the consent fOrm in certain cases has 
been aided to Section III-A. 

Mr. Mitchell asked hc:M the larguage describinJ Fnl\'s role haj been develcpe:j. 
Dr. Gart.l.an:i replied that Pm. legal counsel hai devel~ that lan:JUa~. 

Mr. Mitchell said questions had been raised at the May 3, 1985, RAe neetinJ 
CXXlcerning aoequately distinguishirg between the consent form and the consent 
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prc::o!ss. He said the su1:::Ar.orlciR3' grrup might consider Wlether the p:>ints 
to CCI'lSirler dOCl.1llent ~EqLBte1y nekes this distinction. 

Oc'. Murray sa~ currently investigators nust describe to the Institutialal 
Peview Board (IRS) the metlOO of selectirg the sl.bject(s). Investigators 
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DUSt also provide infumaticn en ha.oT the patient will be infonned of the }Xc-
oed.ure. The nm sli:lnits assurances to IEHS on this Jr<X.'E!:8s. The IRB deteDnines 
"-ther the infonnation and }rOCeSS are appcopr:iate rut does not ha~ a rrechanism 
to nonitor the OJrlSent p:ocess. 

Mr. Mitchell said a \rtb)le bOOy of law is develq:>i.n:J for situations in which an 
individual surrenders fundamental rights. 'Ibis body of law attatpts to ensure 
that. the imividual fully lllderst.an:is am can make a lmOW'ledgeable decision 
CXXlCerning these rights. He offere:i as exernples individuals entering a gUl.lty 
plea or placil'lJ a child in adcption p:-oc:.e1ures. A similar ba:iyof law nay be 
develq>ing for infuIlTlErl consent in clinical trials. 

Or. Wliters note:i that the lal'lJuage added to Section III-A pennits the WOrkill3 
group to request the consent form in sane cirClDT1Btances. He said he would 
have preferre1 the JUints to consider irrlicate the workirg groop \to.lld re.rie,..r 
consent £oon(s) as fart of the review rrocess. Dr. Anders:n agreed it is 
illogical for the p:>ints to <XXlSider to contain a wtDle section on infonned 
consent b..tt not to request the fum. 

Dr. Walters asked whether NIH study sections rmtine1y receive CCX1Bent funns 
wi th grant applications. 

Dr. Amerson said study sections receive ccn!iJent fbnns, but they are ccncernErl 
prirrarily with scientific and technical issues arrl not with the informed 
consent p:-ocess. Dr. M.lrray said. stbni.ssion of the consent 10m wi. th the 
grant application ensures the grant prcp:lSal W!S reviewe:'I by the IRB befbre 
suhnission lOr NIH review'. 

Dr. ("cttesna.n suggestoo the NIH legal adv:i.s::>r did not wish an NllI advis::n:y grCllp 
to be resp:>nSihle for reviewiD3 consent forms since such review might imolw 
the NIH in liability issues. Dr. walters suggested scme risk liability might, 
nonetheless, exist for NIH in performing the scientific risk/benefit analYS1s. 

Mr. Mitchell said he o::ulrl understarrl the legal advioor's concern s~ a b::rly 
of law regarding infor:med consent has not yet been develcped. 'lhe s~rki03 
gratp agree::1 the points to <X>tlSider srould rrt at this tinE contain larguage 
requiring suhnission of the consent form. 

Dr. GarUarrl suggeste::1 the "-Orldrg grrup sl'Duld discuss infonned OC'OiIent isstES 
with individuals such as Or'. O1arles McCarthy of the NIH Office for Protection 
fran Research Risks (OPRR) an:] Mr. Robert lannan, the NIH legal Cbmsel. 
Dr. Q:)ttesnen suggestEd a neetin;r of the "-Orking grcup wi th these ineti viduals 
be arrargP.d. 
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Dr. Walters then called the attention of the sul:M::>rkin; groop to ccmrents 
on the August 1905 version of the fOints to C'alSider doc:::t.utent offerErl by 
Dr. I-IcMard TEmin, a consultant. to the W:lrking Grcup on Hunan Gene '!herapy. 

Dr. walters said Dr. Tenin hcrl once again p:>inta:i Olt that the vectors rrost 
likely to be usEd in human gene therapy protocols are retroviruses. 'lbe 
genetic naterial of these viruses is RNA. Ir. Temin BI.XJ9!StErl sane mention of 
recanbinant RNA shaIld be made in the first fcxltnote of the p:>ints to consider 
docurrent. 
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Mr. Mitchell said RAe at the May 3, 1985. meeti.rg had discussed the p::>ssibility 
of m:xtifying the NIH Guidelines to explicitly cover recanbi.nant RNA. '!he 
st.lb.«>rKi~ grrup agree:l that U'ltil such action is taken the first fuotnote 
shCXlld refer only to recanbinant DNA. 

Dr. Walters saili Dr. Tenin h2rl also suggestED Section I-B-l-a-(l) sh:::mld be 
modified to read as ~llaws: 

"Describe the gene (genanic or eDNA), the mcterial plasmid or phage vector, 
and the delivery vector (if any). Provide carplete n\X:!leotide sequence 
analysis or a detailErl restriction enzyrre cleavage site map of the total 
o:>nstruct. " 

Dr. Gottesrra.n said the section as written cxntaim scientific jargon: she 
thought Dr. 'renin's suggestErl language was nore specific. Dr. Walters agreed 
Dr. Ternin' s suggeste1 la~ge was trore specific rut tl"ought it used ItB.ny 
notmS as M ject.i ves. 

Dr. Arrlerson suggestOO the sl..1l::1workin:J groop accept most of Ie. Tsnin I s suggeste:i 
lal'l9Uage rut not the w:Jrds "cleavage site." 'Ihe language \fwO.lld then be nore 
precise l:ut not use so many noons as a:'ijectives. 'lbe slbr.orldt13 grrup ~ree:i 
to this rrodification. 

Dr. Walters said Dr. Tanin hcrl suggestErl the last sentence of Section I-B-l-b-(2) 
should read as follows: 

''Mlat steps are bein:; taken (am assays used with their sereitivity) to 
detect and eliminate any contaminatin;T materials (n\X:!leic acids, proteins, 
etc.) or o::ntaminatirg viruses or other organiSR9 in the cells or serum 
used for preparation of the virus stock?" 

'!he sl.lblt.orkirg grOJp agreed to this suggestOO Clarification. 

Dr. walters said Dr. Temin had suggested the w::>rd "added" be sutstituted fur 
the ~rd "inserted" in Section I-B-2-a-(2), Section I-B-2-a-(4), Section I-B-2-b, 
arrl Sectioo I-B-4-b. 



Dr. Anderson admitten the \t.Ord "inserted" is a.ni:>iguOlS, rot felt the w:>rd 
"added" is also arrbiQU'Jl]s. He am Dr. Gottesna.n rntEd that "added" CCI.lld also 
refer to Il'D\ \f.hich is simply attadu:rl to the cells I CllI:.er menbrane am not 
int.rcrluced into the cyt.cplasm or the rucleus. 

Dr. Gott.esmm said the 'IftIOrd "added" pranises less than the 'IIOrd "inserted:" 
fur this reason the ~rd "added" might be p:eferable in certain sections of 
the document since it ~d apply even if the J:t1A had not inserted in the 
~. 
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'the su1:w:>rldng groop agree:! to subs ti tute the word "added" in Section I -B-l-a - ( 2) , 
in the seo:nd sentence of Sectioo !-B-l-a-(4) I in the first sentence of Section 
I-B-l-b, and in Section !-B-4-b. '!hey suggestErl the 'NOrd Iitresent" l::le sli>-
ati tuted for the \\Oro .. adrled" in the first sentence of Section I -B-l-a- ( 4 ) • 

Dr.. Wal ten said Dr.. Temin had also suggestej the seco.rrl senteJ'lC."e of Section 
I-B-2-b shoold read as fuUCJ,t.1S: 

"In ...mat ~rcentage of cells does expression occur only fran the aided ~?" 

Dr. Gottesrran t.hct.Jqht this concept \oI8S inclu.ied in the second sentence of 
Section I-8-2-h. She suggested this sentence co.:tld be nOOifiErl to nore clearly 
state this idea and 'INOUld read as folICMS: 

-- "In ...mat percentage of cells does expression fran added ~ ocOlr?t' 

'!he sul::1.o.orkin:J gI"Olp agreed to Dr. Gottesnan IS sU99estErl nodification. 

Dr. Walters said Dr. Temin hai also suggeste::i a new sentence be aided to 
Secticn I-B-2-b as fullOW'S: 

"In ...mat percentage of cells does expression occur fran other IN1\. sEGuences 
as a result of the added DNA?" 

Dr. Anierson questionoo h~ one ~ld test \Olhether expression fran other genes 
occurs as a result of inserting the vector in the Chrcrroeare. He did not think 
it currently feaslhle to test fbr suc:h expression. 

'!he s1..1l:w:>rking grcup agreed the points to oonsider should not request infonna.tion 
00 whether other genes are expressed if a vector inserts in the genetic mterial. 

Dr. Nilters then called the attention of the sul:w:>rltirg grrup to the letter 
(Att.ac1-ment IV) fran Mr. ~ro lee Ro:Jers on behalf of the Fo.tndation on Ehonanic 
Trends. 

Mr. Mitchell said the first canrrent offere'l by Mr. R:lgers ia that frEGuent 
revisions of the points to consider may be needErl as experienC'e is gained in 
this field. Mr. Fog'ers did ru:::lt believe the p:lints to ccn:;ider erould assLUre 
hOtl soon.or how often revisions may be necessary. 
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The sutJ."orkirg grcup agreed with this ccmnent. Dr. Walters said the IXlints to 
ccnsiOer smuld r:nrrvey the idea that the worldrg grrnp will revise the dOCUl1"ent 
as needed: if revision is necessary nore than once a year # the doCl..lIreIlt will be 
revised nore fr~ntly. 

Dr. (",ott.eBttan said the l.anJuage of p!ra;Jraph (3) of the Intrcrluction to the 
roints to a::nsider docurrent could better express this intent if ItOdi.fied as 
foll0N8: 

1''Ille document will be considerErl for revision as erperience in evaluatin:] 
prcposa.ls accunulates am as n~ scientific developrenta occur. 'lhis 
review will be carried rut at least anrually. I. 

'!he suJ:1..Jorking groop agreed to thi s m::x1ification. 

Dr. walters said Mr. }t)gers also suggestErl the workill3 grOJp be;Jin iImediately 
to develcp the prccedural structure for o:x:perative efforts in assessirg 
{X)Ssible lOn:::J-tenn ca1S9:!uences of eanatic-ce1l gene therapy. '!he s1.Jbr,;,orkirg 
group said the Working Grcup on Htman Gene 1herapy is carmittej to cooperative 
efforts. 

Dr. Walters said Mr. Jb;Jers haj pointe:! rut a typ)graphi.cal error in Section 
I-B-S-a: the laIkJUage referring to Sectioo III-D should refer to Section III-E. 
'lhe s~rking grcup agree:"1 this error slDuld be correcte:!. 

Dr. Walters said Mr. Ibgers had also suggested the Wlrkirg grwp should review 
its ~ canpositmn. Dr. wal.ters said the Workirg Grwp on fhlImn Gene Therapy 
had already discussed the issue of the 'WOrkin;J groop' s canpooi tion and is 
ccmnitted to seeking the c:pinions of consultants Wio c:e.n prOTide the rEquisite 
scientific and social expertise. 

Dr. Arrlerson said Mr. R:Jgers also suggested Section I -B-5 of the roints to 
ccnsiner should list experts in disciplines such as bioethic:s as "nomedical" 
personnel. 

HI". Mitchell said the working groop sh::>uld rtBintain the frercgative of deter
mining en a case-by-case basis \Iohidl expertise should be reIX"esented on the 
researdt team. '!he sul:r.<.orkill:3' grOJp agree::1 am rejecte1 this trcposal. 

Dr. Olildress said Mr. Ibgers also alludes to the issue of Wtether there are 
Itright" 8flSlN'erB to sane of the roints to ccngider. Dr. Otildress asked ...m.ether 
the working grru.p might at Bare point nove towards determining Wlat 'WOuld 
constitute "righe· answers. 

Dr. walters agreed sane of the !X)ints are metorical. fJhe lrIIOrkirg grrup in 
SCIne p:lints is sin'ply askirg ·"ave yoJ thooght about it." At this time, the 
....orkilYf grCA.lp cannct:. irrlicate row it will resporo to particular issues. 

Lj7 



lk'. Anderson said htD:Tafl <Jefle therapy is a novel treatnent process; in any new 
endeavor it is iUff~ClJl t to define \ro'hat will be re:;plirErl since ~t is diff~cult 
to deterndne W1at is important withrut experience. [k'. walters suggested a 
<XlIlBen8US may develcp sp:mtaneaJ.e1y in the field as experl.ence a::cumulates. 
O\anges will be rrade in the doctment w,en experiences suggests nndifiaat10ns 
are apJ:Cq>riate. 

Dr. Amerson said the thi.r'OCirg ngaroil'g the IIPPt"cpriate initial. patient arrl 
the Bpp:qn-iate approadl has recently been d1angi.n;J. Serre clinicians llCJoJo' fee 1 
a sdlject WlO can be helped by other cptions sbJuld be chosen rather than a 
patient for 'Iohan 9fme therapy is the last hcpe. At this time, an 1nfant .....tn 
has br«) years or nore to live am for whan a l::e.dtup therapy exists is the 
}:referred candidate, in his vi~. For the first subjects, gene therapf should 
be the IroSt pr-anisirg of the available therapies: this situation wo.Jld sluw 
v,.ether or not the patient has been helpe3 by'the therapy. 

Dr. Arrlerson added that ~en his tean actually cane to the roint of "Wilkirg 
t.hra.tghl. a gene therapy protocol with IrinBtee, they encountered tedtnical and 
lcgistical problems Wl1Ch were irnp:)ssible to anticipate fran experience W1. th 
mice. 'Ib date, JTOat researdlers have perfbnne:rl gene transplants with nu.ce; 
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mice do not p:esent the same types of logistical problems large arrirnals fresent. 

Dr. Anderson said although his grrup has a great deal of experience with oone 
tlB.rrc:M transplants in mice, everythirg that tedmi.cally cculd C}:> wrag went 

- wrong w,en they perfoIl1'ed the procedure on nonkeys. 'lbe rcocedure did not 
\IIO:tX in the first four nonkeys; as experierD! has acamlUlatErl, hC7oto'eVer, 
the probability of success has increased. Experience with a large animal soch 
a dog, pig, or prinate is very i.Infx>rtant. 

IE. Anders:n said the llgene te~ II approach to gene therapy appears to be the 
cptimal awroach because of the lcgistical problems asS)ciatai with the therapy: 
scientists \Iho prepare retroviral vectors will w:>rX with experts ....to have 
eJqlerience in han:Uirg large arrounts of bone marrOll am clinicians experience::l 
in bone na~ transplantation. His team at the NIH will perfbnn gene therapy 
00. fuur nonkeys a tronth {Nery nonth to na.intain the ne:!essary de:.:rree of famili
arity with the pcocedure. Gene therapy tearrs nee:! experience with large animals. 

Me. Wi therl::!r asked \totlether the \«)D<irg grOlP docurrent sl'ould nention this 
obvicus fact. Dr. Ander:9CX"l did not think the docurn::mt needed to nentic:n this 
fact. 

Dr. MJrray suggestEd the s\.b.<.Qning groop reiterate the stat.Bnent that the 
docurrent will be refined as experience is gained. 

Ik. GotteBl'Bll said Mr. Roger·s final carurent is that the welkin:; groop sl'ould 
develop criteria in Part II (Special Issues) rather than simply ask quest~ons. 
The subv.orking groop agree:! it is }referable at this time to simply ask investi
Cliltors to think abcx..tt tl">ese issues. 



Ik. Childress sain a tension exists in the doament bet\eer1 the patient IS 
right to privacy an::} the publiccs right to Kno,.r.r. He said the worldRJ groop 
'IO.lld give prinacy to the privacy of the patient and the family: the It.Orlurg 
graIP does ~ care if the public is interestEd in the identity of the auld. 
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Dr. 1\reen suggested the }X)rtioo of the points to oonsider referring to the right 
of the public to knew srould be cross referencm to the section dealirg with 
trivacy an:! confidentiality issoos. 

'lbe s\i:w:)rlti.rg grrup cgreed Section II~ slDuld reed as ft)llo.e: 

"Nlat steps will be taken, consistent with p:dnt I-E above, to ensure that 
acrurate infoIlt'lation is made available to the pthlic with respect tD stdl 
pllblic cx:ncerns as nay arise frcm the p:'~ed stlrly?" 

Dr. waIters asked \Iohether it \oIOUld be apprcpriate fur the slbroorlciJl3 groop to 
resp:>nd to Mr. Rogers I letter. '!he sub.r.orkirg gX'cup agreed a letter to 
Mr. Pogers ~ld be apprcpriate. 

Mr. Mitchell an1 Dr. arildress suggested a letter of camemation arrl thanks 
might be sent to Dr. Temin for his invaluable assistance as a consultant. 

Dr. Walters rep3rte::l that Dr. Gartlarrl hai solicite::i the cpinion (AttachrrEnt 
V} of Dr. Myron Max Levine of the thiversity of MarylaM, a £Orner RAC rnerrt:er 
an::1 a specialist in vaccine develqxnent. Dr. Levine lW written that the 
p:>ints to consider are excellent, balanced, conservative, and sensitive to 
ElXial issues. Dr. Levine felt a willirgness to ccxpera.te in lorg~enn foll~up 
am to permit an au~sy should be prerequisites for participatioo in the 
earliest clinical trials. '!he sl.iw:>rldrg grrup cgree::t these trOCErlures sl'ould 
be required of the initial patients. 

Dr. Gartlarrl said the NIH legal co.msel would prefer Section 1-0-5 not re 
included as part of Secticn 1-0 since Sectict1 1-D-1 through Sectioo 1-0-4 
are questions Wlile Section 1-0-5 contains a statanent. 

Ik'. o\i1dress said Sectioo 1-D irquires hc:w the trivacy of the p:1tient will be 
rcotectoo; Section 1-~5 \rthich deals with 8I.ltopsy. Follow-up coold be plaCErl 
in other sections of the document as \tt1ell as in Sectial I -D. 

Dr. Walters tlnlght Section 1-~5 dealt with p:>ints \<ihich the wonirg grrup 
OJI'lSiders to be particularly imp::)rtant in hunan gene therapy and Wlidl should 
be enphasized in infonned consent. 

Dr. Gottesrm.n suggested Sections 1-0-4 am 1-0-5 stould be rrodifiErl to ask 
"b::M" patients will be informed. A question rrarlt will be added to Section 
1-T>-~-a. The subworXirg groop agreErl. 

'-/9 
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tk'. Childress suggested the second sentence of Section I -D-3 should be deleted 
since it is not really a r:art of informed CCtlSent. That sentence re<rls as 
fo11 0I<t'S : 

''Nlat special prOCEdures, if any, will be .fbll~ to protect the p:-ivacy 
of patients am their families?" 

1he subworldrg groop agreed to delete this sentence. 

rr. walters then called the attention of the 81.ll:7.NorJdrg grC1.lp to the Sep
tmi:ler 13, 1985, caments (Attachment VI) of IX. Henry Miller of the FnA.. In 
his first crnment, Dr. Miller suggested the points to consider should state 
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that Cl08Erl sessions will be available fur review' of hunan gene therapy p:-otocols. 
Dr. Gottesnan said this cOl1Tent ha3 been considered by the Working Grrup on 
Hman Gene 'therapy at the April 1985 neeti.rgr the IDints to consider doa..urent 
had been nodifiErl by the w:Jrkin;? grrup in resp:mse to this cannent at that 
time. Wlile the workirg groop will not refuse to mId clcee::l sessions, it did 
not. wish to encourage closed session review: and the p)ints to consider reflect 
this ros i tion. 

Dr. walters said Dr. Millers's secorrl ccmrcent was that the IDints to consider 
ignore that the appropriateness of medical therapies is the reSUlt of canplex 
rlsk/benefit judgrrents: Dr. Miller th::>ught the p:>ints to rorsider imply that 
any risk of teratogenesis is unacc~le. 

Dr. Gottesrran said a CCJTJplex risk/benefit judgnent determines the apfrcpriateness 
of any therapy, and this is aloo true of hunan gene therapy. In hl.DTBIl gene 
therapy two p:>tential risks exist: (I) vertical transmission of genetic rraterial; 
and (2) horizental transmission of genetic naterial. Both of these potential 
risks must be considered: the examples offerEd by Dr. Miller do not. consider 
harizcntal transmission. 

Dr. MJrray said the word "teratogenesis" is not apprcpriate1y used by Dr. Miller: 
fr. Miller intends to refer to transmission of genetic infornation. IE. Murray 
said. transmission of genetic infonnation is not necessarily teratogenic. 

Dr. AnderSCXl said clinicians recognize that ina3vertent transmission of 
genetic inf'onnation might occur in gene therapy: towever, transmission would 
not he the goal of the therapy. 

Mr. Mitchell said the '-Orldn;' grwp drafted the doa.unent to allay public fears 
al::oJt genn line intervention tut is aware 100% assurance against imrlvertent 
transmission oannot be given. 

Dr. Childress asked \ohlether the dOCllJl'ent sh:Juld state explicitly that s::me 
risk of incrlvertent transmission to germ line cells 'wOuld be acceptable. 
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Dr. CJOttesnan thought rrentioo of ina:ivertent transmission rn this context would 
raise a roo flag. She th:::mght clinicians am scientists implicitly reco:JnlZe 
inlrlvertent transmission might occur. 

Dr.Mlrray agreEd; he said the wotkirg gro.1p doa.unent does not. take a fOsitiDn 
on '4Ihether "ina:tvertent d1anges" in the patient's gexm line are pemri..ssible. 
Dr. Mlrray said the treatment of children with leukemia offers a p:-ecooent. 
'!1le effect of cherotherapyen these patients' offsp:-ing will not be mOW1 
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lntil. these patients have dlil.dren. MJat eUnicians ccnclude, hOFt.leVer, a falX 
possibility exists that the gem line cells of these patients will be affect.ffi. 
tbnet:heless, in dlildhoa'l leukemia therapy, the risk of dan'aged offsp:-irg is 
balanced against the benefit of I1"Olonging the life of the patient. The Working 
GrOlP on Human Gene 'therapy is askin:J for the data to nake the same type of 
risk/benefit analysis. He felt the 'IoOrkirg grrup \<!6S on finn grourrl. as lonc:J 
as it evaluated potential inadvertent effect.s am not. interrle1 cnaI'l3es in the 
gem line. Ik. walters agreed. 

Or. Arrlerson said the initial protoools will involve use of m:xlififfi bone 
!1B.l"r'CM cells. Jldded DNA. does not appear to be transferred fran these cells to 
glenn line cells, and effects on gem line cells are not likely. 

Ms. Areen suggeste::1 the 1t.Orkirq grrup might cO'l11llJlicate to Dr. Miller that 1 t 
has taken no p:::>Sition on whether inad~rtent modification of the gem line 
is cpod or bad. 

Dr. Arrlerson suggested the word "the" srould be delete:'! fran the tenth piragraph 
of the Introductioo. of the PJints to consider. '!he st.:Jb."orkiRJ grrup agreoo. 

Dr. walters said nr. Miller's third camrent suggestoo the first sentence in 
Section I-B-l-b \t.O.lld be nore clear if it referred to the "carp::eit1on" of 
the material. 

Dr. Gottesrren said the worltil'l3 grrup had OQt'Sideroo this ccmnent at an earlier 
neeting. 'Ihe tem "conpc:sition" is inapp:-opt"iate in the context of hurran gene 
therapy Irotocols because ccmp::>sition refers to the chanica! canp:>Sition of 
a substance. '!he su1::w:>rkirg grC1lp agreed. 

Dr. Wa.l ters then said Dr. Miller' 8 fOurth canrrent SLqgestEd bolo ne,..r subsections 
he ldded. (he of the naf subsections woul.d. ask the investigator to "des:::'rihe 
in detail the rreth:::>ds for harvestin:J, extraction, am purification am for the 
reroval of any toxic dlemicals introdU::::ed t¥ these }%'(Xedures." The secorrl new 
sWsect.ion woold ccntain a warning that penicillin am other beta-lactan 
antibiotics shoold not be used in the p,-oduction of naterials administered to 
patients. 

Dr. Gottesnan said the 1t.Orltirg groop hcrl CXX"8ideroo these bile prcposed sub
sections at the April 1985 meetirg. '!he terms ''harvestiD3, extraction, arrl 
purifl.cation" do not apply to the initial hUltftn gene therapy p:-0c:e:3urest the 
roints tp consider document contains the apJropriate analogrus lan:JUage. 

s-I 



11 

Dr. Anrlerson said the proposed sul:::6ection on beta-lactam ant:ilJodi.es is not 
relevant to hunan gene therapy p:-oce:'Iures since the first clinical protocols 
will probably be based 00 procedures usiI¥J ncdified rone marrow cells. '!hese 
cells will he rEl1'OVed fran the IBtient, rrodifiErl, tJeshed, am returna:l to the 
patient. Antibiotics Wlid'1 co.iLd cause an allergic reaction will not be present 
in the materials aiministere:1 to the pitient. 

nr. Gc::Itteaman said Dr. Millerfs absolute stataEnt prchibi.ting the use of 
beta-lact-an antibiotics does not make sense since it does txJt sp!clfy \lhen 
these antibiotics may not he use::i. '!his prdlibit:.icn could he interp:eted as 
applying to steps in the p:-eparation of the retrcwiral vector in Which an 
antibiotic might he necessary. 

Dr. waIters said Dr. Millerls fifth suggestion was to ald to Section I-B-I-b-(l) 
questioos on the methods for assaying the pot:.ency of the product, the consistency 
of the proouct lot-by-lot, am the stability of the p:cduct LIlder cx:n:Utions of 
storage. 

Dr. Mlrray said this p:-qx:>sed larquage had also been considerm at the April 
1985 meetingr at this time, it makes no sense to assURe the initial cliniCal 
trials will involve ccmrrercial prcxiuction. '!he initial gene therapy p:-otocols 
will be administered on a patient-by-patient basis. 

Dr. An:Jerson said Dr. Millerls prcpose::i language applies in FIlA. reviews of 
drugs and biologics r hOltJever, the W::>rking GE'oop CIl Humm Gene 'Iherapy is not 
attemptirq to perfonn an FDA. revie.ol. 

Dr. Gartlarrl asked whether the \ItIOl."kirg groop \IIOll(J revie.ol a p:-cposal differently 
if F'D.I\ does not review the prOfJOBal. FDA. statutes do not apply in all cases: 
for e.xarrple FIlA. statutes do not apply to protocols \\hich do rct. involve inter
state CO'I1rerce. 

Dr. Gottesman said she viewed Dr. Millerts intimation that FDA. might n:rt:. review 
p.rot:.ocx:lle as a threat the worki1'J3 groop might be required to perfbrm an .FI:l1\ 
review. Dr. Gottesrre.n said an FD,1\ style review is ~ the 'WOrkirg groop' s 
mandate or interest. 

Drs. Arrlerson arrl GotteSItBn then explaine:3. that the \ItIOros ilp:.:>tency," "calSistency I II 

ani "stability" are appropriate language fbr drugs arrl biologicals bJt are not 
the correct terms to apply to hunan gene therapy. Genes do ~ have "p:.:>tency, II 
Rather the analogous term for a qene is "level of e.xpn!Ssion. II 'lbe analDgOls 
infornation rE!qUE!!st for "stability" in gene thercpy p:-ot:.ocols is a rEqlli!st fur 
iniorrration CIl the cell line ~idl will be pE'Oducing the retroviral. vector. 
Cell lines prcxiucing retrO'V'iral vectors are storm in liquid nitrcgen ani are 
stable indefinitely under these ccnditions. "Expressic:.n in time" is the 
apprq:'>riate analCXJO.,ls tenn for ustability" of a gene. '!he larguage pertinent 
to genes is found in detail in the workirg grcup docunent. 

Dr. An::Ierson said patients' l:x:ne marrON' cells. Wlich are critical to the trace
dure, will not be storei. He carq::ared rone rrarrcw transplants in hunan gene 
therapy to other organ transplantation. He said it makes no rore sense to y< 
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ifKIUire abcut "stability" in human gene therapy than it ....-ould tD ask abexlt the 
lot stability of a kidney in a transplant q:>eration. 

Dr. Walters aslea:.'! if a patient might receive a secom course of gene therapy. 

Dr. Arrlerson said it is conceivable a Ilitient might rEquire a eecor.d CC1trse of 
therapy. Hc:rwever t eadl course will be a de novo pr:'OCedure t am lot consistency 
will not be relevant. - --

Dr:". W!llters said fr. Miller's sixth CO'I1IImlt was that the 'WOtkin:;J grrup d~nt 
a'I'I:oJl.d request a description of previrusly-rep::>rted similar hunan studies 
(:includirg foreign studies) am their results. 

Or. walters said Dr. Miller had previcusly made this carnent to the W::>rking 
Grrnp on Humm Gene 'Therapy. Dr. MilewslrJ. r:ointerl rut that the "'-'Orldrg groop 
at the April 19A5 meeting had added languagE! to Secticn I-B-3 in resp:>nse to 
this ccmnent. 

Dr. Walters said Dr. Miller's seventh suggestion is that Sect::.ion 1-8-2-c-(l)-(d) 
should be relocated to a paiiticn before Sectioo I-B-2-c-(l) since Sectioo 
I-B-2-c-(1)-(d) is relevant to gene therapy Wlether or oct:. a retrOV'iral system 
is used. 

Dr. Arrlerson said Hection I-B-2-c-(l )-( c) is cpprcpriately placErl in the dQO..lIrent 
since Secticn I-B-2-c-(1)-(c) specifically refers to the inherent troperties 
of retrcwiral \lectors. He said the key qmstion is Wlether the vector has 
sequences harologcus with hunan sequences. Drs. V'a.mus am Temin specifically 
placen Section 1-8-2-c-( 1 )-(d) in its current fOsition in the document. 

'I'be s1.1lJr,..!orki~ grOlp agreed the language was appropriately placed in Section 
I-B-2-c-(l)-(d). 

Dr. Arrlerson said the 'WOrldrg grcup could COI'Bider aldirg parallel larguage 
to Sect.ioo I-B-2-c-(3); this section deals with other host-vector systems. He 
c:n11d not:. envisage, h~er, that this a:tdition would be useful since it would 
address pathogenicity. He did not think plasmid vectors would possess p!l.thogenic 
qualities. 

Dr. Gottesrran said WhUe retroviruses have a medl.anism to express f8tl'1oi;:Jenicity, 
there is no evidence to suggest plasmid vectors might possess pathogenicity 
JTI!d1anisms. It is, thus, not logical to pose a question in Section I-B-2-c-( 3 J 
referring to plaSlTlid pathogenicity. If a potential pathogenicity rredumism 
amnot:. be envisaged for plasmid vectors, how CCllld the vector be designoo to 
avoid the oonsequences of pathogenic! ty? She said the current p::>ints to 
o::oJider doctm'ent is inclusive a.rrl ad9;JLB.tely addresses the pertinent issues. 
'!he sl..1l:1workill9' gro.lp agreed. 

Dr. Walters said Mr. Miller's eighth suggestion is that the phrase "s:Pecifically 
germ line cells" shcW.d be oeleted fran Section I-B-2-c-(2) because apprehension 
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ahout effects on garretes should be not greater than apprehension for effects on 
other critical tissues. 

Dr. waIters said to ignore this issue is to ignore a SJurce of pd:>lic appre
hension. ~. Areen said IE. Miller had offered this cament to the \<tOrkil¥3 
groop in Pfril 1985; the "-Orldrg groop had atDstitutErl the "-Om upirticularly" 
for the worn "specifically" in Secticn 1-8-2-0-(2). 

Dr. Amerson said Dr. Miller 'WaS expressin;" a p:-ivate cpinion in this carmmt. 
Dr. AnderSCl'l thalght gem line effects are legitin'Bte pli:>lic concerns. 'lbe 
st:bwoIid~ groop 19reed. 

Dr. walters then called the attention of the sl.i:Y.lorldrg grcup to Dr. Miller's 
ninth catrrent. Dr. Miller had suggested the first sentence in Section 
1-B-2-c-(1)-(e) ....o.lld l::e nore clear if revised to reai: "Describe aninel 
experiments canplete1 or in progress anploying protocols similar to that 
prqx>sed • " 

Dr. Amerson said the ....orkifB groop hcrl also prarioosly considere:l this canrrent 
and had electe1 not to Il"C:rli.fy the language of the p:>ints to consider doo..nrent. 
The '«>rkirg groop Sj:ecifically wished to r81uest data gathere:l fran pr:irnate 
testinq. Dr. AnderSCt'l. said the experience of his researdl team E!1Phasizes the 
inp:::lrtance of testirg gene therapy t;rotocols in large aniJrals su:::h as IX':irnates. 
Dr. Anderson asked ....nether SectiCt1 1-B-2 should include a statenent (Xl testing 

__ in "a large anirral." 

-

Dr. Gottesrran said a staterent 00 an.inal testirg is included in Section 143-2. 
She suqgested the "-Oro "laboratory" be deleted fran this section since the 
J%trase "laboratory aninal" to rrost peq>le suggests mice or rats. Deletirg 
this "-Oro might rreet part of Dr. Anderson' s concern. '!he s\..1l:1.t.orkirg grOlp 
iK;JreOO with this prq:osal. 

Dr. Gott.esnan noted that Dr. Miller h£rl suggeste1 the tem "in pnl3ress" be 
added to the language of Secticn 1-B-2-c-(1)-(e). She questioned \\hether 
Dr. Miller's prcposErl ~ge \toOUld suggest rariew w:::uld re deferrErl to await 
the reaul ts of "in progress" experiments. 

Ms. Areen suggested the language of the section 'WaS correct. as currently 
written. '!he sul::M:>rkirg gralp agreed the language as written ....as apII"~iate. 

Dr. Walters said Dr. Miller's tenth canrrent \tJI!lS that "selection of stbjects" 
should be included in Sectial 1-8-3 rather than be a separate Section 1-C. 

Mr. Mitchell said the \ttOrldrg grrup disagree:! with I'k'. Miller on the anphasis 
Wrich shOJld be gi \len this t.cpic. 

Dr. Walters said the \ttOrki~ groop also wishOO. to include ideas of fairness 
and equity and for this reason made "selectioo of subjects" a separate section. 



--

"", Hui 

Dr. Childress said the w::>rkirg groop ha::l rejected this canrrent at an ear lier 
meetirq, am the sub.o.orldn:J groop s1"ould reject it this t.irre as well. 

Ik'. Walters then called the attenticn of the sub.l,orJtiD;1 grrup to IX. Miller's 
eleventh cament. Dr. Miller hirl suggestErl the first senten:e of Section 
I-B-3 is sufficient: the other sentences require extremely canplex speculation 
of the investigator am sh::>uld be delete:i. 

Mr'. Mitdlell said Sectioo 1-8-3 is not requesting s}?eCUIaticn since in nany 
cases the an;wer will be based on experience. 

14 

Ik. Murray said the SE!CCl1d questioo in Sectial 1-8-3 does not re::JUi.re specula
tion. In s:me cases, a great deal of clinical literature exists: this literature 
oould suqgest :p:ltential effects. 

Dr. Amerson said a cxmplex risk/benefi t analysis is exactly \ohat a clinician 
performs Wlen treating patients. 'lhis is not speculation. The s~r1drg 
graJp rejected Dr. Miller's eleventh cament.. 

Dr. walters then called the attenticn of the s~rkin:J groop to IX. Miller's 
twelfth cament. Dr. Miller had statej that in Section 1-0, the initial para
graph under infoITllErl consent \rO..lld provide sufficient guidance if p::>ints I 
thrrugh 5 \o\Iere deleted arrl the fblloon:J lan;uage were added to the p1ragraph: 

"The ccnsent rorm tTUst adhere to the requiretents of 45 CFR 46 and 21 CFR 
SO. Special attention must be p:l.id to the applicability of the irldi tiona! 
elanents of inforne1 consent listed in these regulations. (Include a ccpy 
of the IBtient ccnsent form as pirt of the doa.mentation r81uestoo in Part 
III, below.)" 

'!he subt.orXi~ grrup agree::] the workirl3 grrup had di9:!'ussed this suggestion at 
the April 1985 rreeting and had detenninErl it wishErl to highli<j1t specific 
roints. 'll1e sub.r.orkin;J grc:up agreed no d1.a.rge was inUcatErl at this time. 

[r. Walters said Dr. Miller's thirteenth cxmrent was that in Section 1-E the 
initial paragraph under "Privacy ani Confidentiality" \rOlld prcwide sufficient 
infonnation wi tha.It IX>ints 1 and 2; points 1 and 2 should be de letoo. 

Ms. Areen felt the 'IoUrkin;J qroop dOOJment highlightErl certain :imp::>rt.ant issues. 
She felt this sectioo of the document should not be alterErl. 

Dr. Amerson agreed the 'IoUrkin;J groop wished to comider these issues. He said 
the worldBJ grcup document is not meant to be an Fm review. '!he sul::1NorJting 
grrup rejecte:i Dr". Miller' B thirteenth cannent. 

Ik. walters said Dr. Miller in his fourteenth corment said Section II-B is 
irrelevant to jtxlgin:J the apprcpriateness of a clinical trial. 



-
Dr. Walters said the w:>rkirg groop had included this section 1.n the doCUJrel1t 
in the h::Ipe of encouraqirg ccmpanies to take the p!ltent rcute in ,rrotectirg 
oonfidential infbnretion. This would permit greater p\blic p!rticip:!.tion in 
review- of hl.man gene therapy }:rcposals. 
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Hr. Mitmell said the key issue is v.hether the RA.C and the w:lrkil13 grOJP \tJOuld 
enocJ...1rage public review- of p:-cposals. 

'n1e suJ::::Ji«::>rkirg group rejected Dr. Miller·s fcur:teenth cament. 

Dr. 'Nalters said DI::'. Miller in his fifteenth p:>int ecpressed c:oncern that the 
interrogatory style of the docurrent nay be inteqreted as strident or even 
~versaria1. 

Dr. Got:.t.esrrru1 did not thil"lk the doa.ment was perceived as strident or a:'lversar1.a1. 

Dr. AnderSXl said there is no nore aiversarial organizatien than the Fm: he 
also fuund it extraordinaxy that Dr. Miller would attempt to give aivice on 
haw' not to be adversarial. 

[Executive Secretary's N:>te: '!he rrodifie:l version of the p::>ints to consider is 
appended to these minutes as Attachrrent VI I. J 

- Presentatien to the RAe at the SeptEmber 25, 1985, Meeting 

Dr. Walters then asked the stiJworkirg grrup to suggest the cptimal nanner to 
present this dOCW'Tlent to RAC at the SeptEl'lIDer 23, 1985, neetil13. He sald he 
'Yo'OUld prefer that RAC formally accept this docunent an:'! ccm!! to closure. 

Dr. Got:.tesrran suggested it might be useful to send to RAe a list of the 
nodifications the sul:Jt,t,orkiIl3' grrup introd~ into the docunent at the Sept.errber 20, 
1985" neetir:g; this list lroO.lld slDw none of the slJ::7.,.orkirg gt"oop's roodifications 
'Were substantive. 

Dr. Arrlerson said the 'WO:dtirg grC1lp had received four c:ann:ents on this version 
of the document: ale set of cO'l'IlI'mts \rIllS rece1 ved :frcI'n the workirr:J grrup« s ad 
hoc i.!dvisor, Dr. Taninr the secom set of caments was fran Dr. Miller of ~ 
:F'['l1\,1 the third set of ccmrents Wl!.S fran Mr. lee Rogers en behalf of the Founda
tion en Fb::nanic Trems: ani the fburth set of canm:mts ha:i been a::>licite::'i fran 
Dr. Myron Max Levine l¥ D:. Walters. '!he w:lrkirg grrup received only one set 
of coments fran the general pl.blic--trose of Mr. Rcgers. In general, Mr. Rcg'ers' 
CQ'IIIents '\ere supp::>rti ve. 

Mr. Mitchell suggested Dr. W!Uters tresent to PAC a alurt histoxy of the devel
~t of this OOC'l.llTel1.t: this short history would then be part of the p'li:>lic 
record. 

Dr. C..Qt.t~Sl'l"Bn asked IX. walters to rEmirrl RAe that the IDints to consider are 
a \r.Orkin;J OOCl.1l'l'el1t \<.hich will not be incorp:>rated into the NIH Guidelines. 



_______________ ~ ~""" .",' Y"-_'R,gg,,, 

~. Mitchell asked Dr. Gartlann how the docurrent v.GUld be disseminated if 
accepte1 am adcptErl by RAC. 

Dr. Gartlan::I said the doo..urent WUlld re plblishErl in the Reccmbinant INA 
Technical Bulletin and sent to IRBs and IBCs. 

Future Meeting Dates and Agendas 

Dr. Walters asked the st.iJworki1'l3 gra..tp :fur suggestions on an ~prcpriate date 
and 8pJropriate agenda i tEmB for the next meet.irg of the \tbrJdng GrOlp on 
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fbrIm Gene 'Iherapy. He suggeste.1 the worldrg gt"Olp in future meetirgs might: 
(1) cx::ntinue a process of "self-education:" (2) discuss informe:l consent issues 
with representatives of OPHR am the NIH leg'al crlvis::>n am (3) discuss 
qerm line nodification. 

Dr. Gartlarrl suggestErl the \t.Ot1drg groop not fbrus sp!cifically on gem line 
rrodificaticn rut discuss this issue in the context of other scientific issues. 

Dr. Gottesrran suggeste.1 the workirg grOlp might C<X1Sider meetirg on the day 
following the winter/sprirg RAe rreetin:::f. RAe menbers 'ftho wish to atterrl could 
atten:1 the \tIOrldng groop meetirg. Alternatively, sane p::Irtion of the \o,Qrkirg 
groop discussioo ccW.d be sdleduled as part of the RAC aCJellda. Certain tcpics, 
'hr:Jr.Never. such as infonnecl consent might be better diecussed at a wOl:idrl:J groop 
maeting. 

Dr. wa! ters supported the suggestion to canbine the workillJ groop ani the RAe 
meetings: this would accentuate the ties bet~ the RAe and the \\brking Grc:up 
on Humm Gene Therapy. 

Dr. Arrlerson suggested another issue ~ich slDuld be discussed bj' the \o,Qrkirl:J 
groop: Le., \!ben WOJld it 'be apprqriate for investigators to subnit p:-otoc.."ols 
to the "'-'Orltin;J groop fur review-. Sane }rot:ocols may be sent to several different 
camd.ttees before being subnitted for RAe review. He aske:! if investigators 
might sen:'! protocols to the worKing groop before official sul:mission fur RAC 
review'. He said irrrp:)rtant time WClU..ld be lost if investigators nust wtit fur 
IRBs am IBCs to canplete review before the workillJ grOlp can 1::egin reviEW. 

Dr. Gottesmm thought the points to consiner preclude RAe fran reviewing the 
prcposal before IPC am IRB review is canplete. 'Ihe p::Iints do not, however. 
preclude the w:>rltiD3 groop fran considering p:oposa1s before IRS am IBC review 
is ccmplete. 'Ihe working groop 'otOllrl not, however, offer arw recatu1lamation 
before IFB arrl IBC approval is received. 

Ms. Areen suggestej the Intro'luction of the dQCllIl"ent might be m::xtifie:'l to 
state: 

"Investigators are invitErl at their discretion to stbnit their prcposal to 
the "'Prkirg qroop for simultaneoos review during IRS am IBC review." 



---

-

'Ille s\..l'h!.r.orkiJ1<3: groop agreeCI the language might read: 

t'The pr-incipal investigatf"Jr is imi too. to su1::Jni. t a ccpy of the £rotocol to 
the RAe an::i its 'NOrking groop at the tine of su'bnission to the IRB and the 
IRe." 

Ms. Areen said protocols sl'ould not be treatEd as p.blic &:xummts mtil IRE 
and :me. revieltl is COlpleted. Dr. Murray agreed. the IRS reNl.E!IrI ptOOess could 
be p:-ejOOiced by the release of infonnation before cx.mpletiDn of revielli. 

Dr. GartlJmd said it would be very difficult \alder the present syatem to 
mrlntain o::xtfidentiali ty after s\.i:rnission of a. p:'qxJBal to the 'WOrking groop 
an:'! RAe. 

Dr. Walters suggested it was not. apprcpriate to include aJ¥ la.rguage on this 
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topic in the points to consider withcut greater consideratioo of the ramifications. 
Dr. Gottesman aqreed. an'i pointEd rut that the lDints to CXX18ider as 'Written do 
not forbid the ~rkirg gra.tp fran considering pIX1pOfJals befbre aptroval by 
IBCs anj IRBs. 

The sul:'1.Norking grrup agreed this issue SIDuld m considerEd in greater detail by 
the 'WOrking grcup. 

'!he meet.in;} was adjournoo at 12:45 p.m. 

} L /1 J / rS' 
D:l.te. 

Respectfully sti:mi.tted, 

L 

~,~~~ Wilam J.~Jr., Ph.D. 
Exerutive Secret:a1y 

I hereby certify that, to the best of my 
lcnowle::!ge, the fbregoirg Mirutes and 
Attachments are accurate an'! ccmplete. 

Chair 
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DEPARTMENT OF HEALTH A HUMAN SERVICES 
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MEMORANDUM 

'Ib: Meml:lers 
Reccrnbinant rnA Advisory Canmittee 

From: Executive Secretary 

SUbject: Jamary 27. 1986, Meetirg - Mailill3 II 

Public Health Service 

National Institutes of Health 
Bethesda. Maryland 20205 
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Room 3BIO 
(301) 496- 6051 

An agenfu and an up:JatErl list of pr:i.rrary reviE!,ll,t,1ers are included in th~s m:uhng. 

EnclooeO for :your consideration at the Jamary 27 t 1986, ~etir:g are the fullONirg 
addi tiona! i tens : 

Draft Minutes of September 23, 1985, meetirg ••••••••••••••••••••••• 1256 

Establishment of Biomedical Ethics Board ••••••••••••••••••••••••••• 1257 

Please bring all these mater~als with ~ to the meeti!!9' 

L 2LL'.~&:M;...b~' 
William J~artlarrl, Jr. I Ph.D. 

Ehclosures 
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JANUARY 27, 1986 

AGENDA* 

I . ~ rro ORDER. • • • • .. • • • • • • • • • • " • • • • . • • • • .. • • • • • • • • • • • • ••. " " • • • • • • • • • • • • •• 9 : 00 a. m . 

II • MINUrES OF SEPI'EJvlBER 23, 1985, 
~::E'rI:r-J3. •••••••••• 1- •• I ................... #1256 ••••.. r>J:-. Mc:::(;c:)nigle .•.... 9:05 a.m. 

Ms. Wl.therby 

III. PRO~SAL TO MODIFY APPENDIX J .....•.••.•• #1250/rv ••• Dr. Saguner •••••••• 9:15 a.m. 

IV. 

1253 Dr. ~n:igle 
Dr. Mills 

PROPOSAL TO MODIFY APPENDIX C •••••••••••• #1250!II ••• Dr. Fr1edman ••••••• 9:30 a.m. 
1254 Dr. O::i1en 

Dr. C1~s 
Dr. Dav1s 

V. PROPOSED REVISION OF APPENDIX C-I •••••••• #1250/III •• Dr. Fr1edrrBn .••••• lO:30 a.m. 
1251 Dr. Gottesna.n 

Dr. Joklik 
Dr. Rapp 

VI. PROPOSED ~ODIFlCATIONS OF THE •••••••••••• #1250!I •••• Dr. Gottesman .•..• 11:00 a.m. 
GUIDELINES 'TO REFER 'ID RErXMBINI\NT 1252 Dr. Fr1e:irran 
RNA Dr. Rapp 

Dr. ClONeS 

VII. REPORT' OF THE WJR1Q:N3 GROUP ON VIRlBES •••••••••••••• Dr. Gottesnan •.•.. 11:30 a.m. 
roJEMBER 12, 1985 Dr. Friedrra.n 

Dr. JoklJ.k 
Dr. Rapp 

~ •••• " ............. II ................................................... 12:30 p.m. 

VIII. REPORT FROM HUMAN GENE THERAPY •••••••••••••••••••••• Dr. waIters ...•..•. 1:30 p.m. 
w)RKI~ GRO'JP 

*All tirres on this agenda are estirrates. The actual time fOr consl.derat10l1 of an 
i ten rray he earlier or later than in::hcate:'l. 

, . 
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IX. SCIENTIFIC S&'SSICN ON HUMAN GENE 
'lliERApy 

2 

A. PROPECTS FOR HUMAN GENE 'IHERAPY ••••••••••••••••• Dr. Mart in ••••••••• 1 : 45 p. m. 

B. GENE TRANSFER USING RETROVIRUSES •••••••••••••••• Dr. Miller ••••••••• 2:45 p.m. 

C. IDLE OF ALImENEIC BJNE ~1ARRCW •••••••••••••••••• Dr. Parknan •••••••• 3:45 p.m. 
TRANSPIANI'ATIOO IN (J)RRECI'lON OF 
GENETIC DIS.F.J\SES 

X. ~TES OF NEXT MEETINGS-~y 12, 1986 ••••.•...•.•.•.•.•.••.............. 4:45 p.m. 
September 29, 1986 

XI . An..l0l~... • • • .. .. • _ • • • .. .. • • • .. ..... II • .. .. • • .. • • • .. • • .. • .. .. .. .. .. .. • .. • .. • • • .. • • • • .. • • • .. • .. 5 : 00 p. m " 

. , 
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PRIMARY REVIEWERS 

Dr. C1Cfoo1.les ••••••••••••••...••••••••••••••••••••••• 1250/I, 1250/1I, 1252, 1254 

.Ilr" III Cd1.eI1.;. ................. ., ................... ., ..... ., ........ ,.,.,. ..... ., •• 1250/r I, 1254 

J::):r-". I)a,'Vl.s • ., ... ., ................. ,. ••• *' ,. ,. ....... ,. .., .......... ., •• ., ... ., • *' .... 1250/11 I 1254 

Dr. Friedman ••••••••••••••.••••••• 1250/I , 1250/1 I, 1250/1I1, 1251, 1252, 1254 

Dr. Gottesrran •••••••••.••.•••••.••••••••••••••••• 1250/1, 1250/111, 1251, 1252 

J)r. JOklik .............. ., ... ., ............ 4 • '" ...... '" •• ., ......................... 1250/r II, 1251 

Or. McC'onl.gle ••••••••••••••••••••••••••••••••••••••••••••• 1250/IV, 1253, 1256 

r:ll:" .. Mills .............. ., ....... ,. .................. III ...... ., ................................ 1250jIV I 1253 

Dr. Rapp .•••••••••••••••••••••••••••••••••••••••• 1250/1, 1250/111, 1251, 1252 

D£".. ~inor., ............................... ., .................... ., ................. • 1250/N I 1253 

~ .. Wi fuerby . ., ....... - .. . .. .. .. .. . ..... ., .. ,. ..... '" ..... III .. .. .. • • ., .. .. ... • • • • • • • .. • • • • • • • • • .. • .. • 1256 


